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Practice Guide-lines in Bladder Cancer V1 2016 %« Practice Guide-lines in Bladder Cancer V9 2017 %«
N\ N\ e 19 2 Y
o Hf Al 3R G-
2 0y o -y
iz 95 AJCC/UICC TNM, 7th edition (2010) A dpiig e 5 kg AJCC/UICC TNM, 8th edition (2018)
N >
- #% AJCC 8th € = TNM 4~ #f £ 2 373 stage #
%45 AJCC/UICC TNM. 7th edition (2010)
, : S
TNM+ Described- stage- | g
Tae | Noninvasive papillary carcinoma« Oae |? & 4§ AJCC/UICC TNM, §th edition (2018)
Tise | Carcinoma in situ - “flat tumor*s Qise |° TNM+| Describeds
T1+ | Tumorinvades subepithelial connective tissue- I TX. [Primary tumor cannot be assessede
T2+ | Tumorinvades superficial muscle propria« ©
- - I TO0- [Noevidence of primary tumor-
T2a- | Tumorinvades superficial muscle propria(inner half)» . °
T2be | Tumorinvades deep muscle propria (out half). “ Ta Non-invasive papillary carcinoma-
T3a-| Microscopically~ m. | Tise [Urothelial carcinoma in situ:“flat tumor”-
T3b+ | Macroscopically (extravesical mass)e ° _ i _ - i
T4. | Tumorinvadesany of the following: prostatic stroma, seminal vesicles, o | T1- Tumorinvadeslamina propria (subepithelial connective tissue)-
uterus, vagina, pelvic wall, abdominal wall- Ve T2. [Tumeor invades muscularis proprias
5 4 E}‘ T4a- | Tumorinvades prostatic stroma, uterus , vagina~ o> — - . .
: T4b- | Tumorinvades pelvic wall or abdominal wall- . | pT2a+<Tumor invades superficial muscularis propria (inner half)-
N1 Metastasis in a single regionallymph nodein the true pelvis. © pPT2b+Tumor invades deep muscularis propria (outer half)- -
e ( hypogastric, obturator, externaliliac, or presacral lymph node) « "
e T3+ Tumorinvades perivesical soft tissues
x2 Multiple regionallymph node metastasis in the true pelvis « - - — .
71 ( hypogastric, obturator, externaliliac, or presacral lymph node) - Ve pT3a-Tumor invades perivesical soft tissue microscopically~
N3: | Lymph node metastasis to the common iliac lymph nodes- pT3b<Tumorinvades perivesical soft tissue macroscopically (extravesical mass). -
MO. | No distant metastasise ” T4 [Extravesicaltumor directly invades any of the following; prostatic stroma, seminal vesicles, uterus, vagina, pelvic g
Mi- | Distant metastasise © wall, abdominal wall-
T4a- |[Extravesical tumor invades directly into prostatic stroma, seminal vesicles, uterus, vagina~ ”
T4b+ [Extravesical tumor invades pelvic wall, abdominal wall- ”
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Chung Shan Medical University Hospital Clinical Guideline 2018 version9.0¢
o
I° When T is...c| AndNis...c | And M is...o| Then the stage group is...
NXALymph nodes cannot be assesseds
o Tas No- Mo0- Oae
N0+No lymph node metastasis®
Tise NoO. MO Oise
[Single regional lymph node metastasis in the true| . -
N1 JPelvis (erivesical, obturator, internal and
“¥1%external iliac, or sacral lymph node): Tl NO- MO- 1o
Multiple regional lymph node metastasis in the | -
N2.jfrue pelvis (perivesical, obturator, internal and T2ae No» MO~ -
lexternal iliac, or sacral lymph node metastasis)e
. o T2be No- MO0» gl
~ [Lymph node metastasis to the common iliac a
N34
lymph nodese
T3a.T3b, No- MO- IIIA~
T4a«
e T1-T4a- N1- MO- IIIA~
MO-No distant metastasis®
|+ T1-T4ae N2,N3» Mo0- IIIB~
M1.Distant metastasise
T4b- Any Ne MO- IVA»
- Distant metastasis limited to lymph nodes beyond
M1a| h i
the common iliacse Any T- AnyNe Mila- IVA«
|
M1bNon-lymph node distant metastasis- Any Te Any Ne Mibe IVB-
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INITIAL J STAGING « ‘ CLINICAL

JITL ‘ ADJUVAN ‘ INITIAL THERAPY- ADJUVANT THERAPY-
DIAGNOSIS| WORK-UP- STAGE« INITIAL THERAPY ADJUVANT THERAPY.

INITIAL STAGING « CLINICAL
DIAGNOSIS{ WORK-UP- STAGE-

Ingavesical msnllatmn w nh BCG

Observation+
Low grade «f ore
. ormiomtchn QW md . aﬂ—o [Lovaee | i shematherapy-
Ta/T1- phamambicin (hemam[enance

# If incomplete resection «
—»| noninvasives —| therapy (optional) or single dose of ngh grade repeat TURBT- BCG (preferred).
bladd " inravesical instillation of
; adder cancer: 2}1::2;;;::%1;115{&1&(;31 of Tncomplete response~! v ® If no musclein specimen «  |——| n&tﬁ esical chemotherapy«
P Urine cytology (+)+ strongly consider repeate e
phamarbicin) or Observations’ .? : }m TldT“ ey Bbservations
o
. high grader
o Strongly advise
: — R cyid
Cystoscopy+ ) Tio o
[ [Urine cytalogy+ BCGf y——t T
Urine cytologs- Consider {preferred) (category 1)
- cystectomy for NO »
Change intravesical agentse N fian arader tesidual disease chematerapy
“ bladder cancero Random bladder or prostate biopsy~ ‘ Bservation n highly selected caseso

o »| Tis BCGw
o

=T2 ¢ -
j—+| Muscle invasive . >T2 ¢
bladd L —»{ Muscle invasive
b e emen bladder cancer-
# A Pl
o
Metastatic, etastatic
° L»| unresectable “
bladder canc bladder cancere
- ‘bladder cancere 5

"’""}"‘%“#%5] : “}/%‘;}Fl&l DT E -

Chung Shan Medical University Hospital BB B e AR 5| Clinical Guideline

version 8.0. Chung Shan Medical University Hospital B BRIE B4 3] Clinical Guideline 2015 version9.0.,
INITIAL STAGING + | CLINICAL - S INITIAL STAGING « | CLINICAL - A
- N -1t INITIAL THERAPY. ADJUVANT THERAPY+ - N . INITIAL THERAPY+ ADJUVANT THERAPY+
DIAGNOSIS<| WORK-UP- STAGE- DIAGNOSIS:| WORK-UP- STAGE-
« Radical cystectomy and strongly+ - -based
sonsider neoadjuvant cisplatin-based chemotherapy Negative combination chemotherapy followed adliuani. chemotherapy
combination chemotherapy based on pathologic 212 0 nodes. by radical cystectomye based on pathologic
*risks( pT3-4, positive no\i_ i Jeinvasiy 2 2 J “risks( pT}:i positive nuds
“ high grade(grade2-3) , o —» Muscleinvasive || high ( -3)
Segmental(partial) cystectomy+ margine bladder cancere Meoadjuvant cisplatin-based Positive margine
(hight selected patients with solitary Rosilive marg y followed
fesion in suitable location ; no Tisy ] by partial cystectomy ~ Complstion of
and consider neoadjuvant cisplatin- r (hight selected patients with solitary, definitive RTe
based combination chemotherapy < lesion in suitable location ; no Tis)» e o
i [Salvage cystectomy.« 272 ¢ status 3 wesks Observation:
" Maximal TURBL with. concustent CTscane | ] Maximal TURER with concurrent. after 4045Gy or
shemoradiotherapy.« I CXR chemoradiatherapy. + 2-3 manths after Stectol
D-3 months after Bone scane full dosee ;
z lf0it doser [Completion of + 160.650 (prefemed)e
. Muscle invasive For patient with extensive comorbid |  [(60-63Gy) [CCRT- . -
Madder cancere discase or *poor performance or vith dose of 66Gy*e — PET—
1 R!Txu.dage s e Fon-cystectomy candidates.o TeasaesstumorY o S
or concurtent ;he?maﬁfmmg o chemoradiotherapy. « status 2-3 tumer if prior BCG
or TURBT=supportive care rRIT « [ months after maintenance BCGe
orTURBT and BCGY treatment®e
Chemotherapye’ “ DM“U Qsimmadmhg@wu
Positives C y o m;g)um nt
Posit nodese and radiation®«
Chemotherapye .u no prior RT}e
and radiation®s Metastatic
Chemotherapy andfor radiation™ ¢ o[ Salvage cystectomy or Urinary diversion] paH‘aU,ETURET ande|
Metastatic, bladder cancere’ Best supportive carse
unreseciable Chemotherapy and of radiation™ o Salvage cystectomy or Usinary diversion<] v
bladder cancer-

~ ‘ % *poor performance ECOI

**oldage.z 0 yiow

* *oldag:

‘ 3 = poor performance: ECOG,
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http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder65#bladder65
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder18#bladder18
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder02#bladder02
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder18#bladder18
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder06#bladder06
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder18#bladder18
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder24#bladder24
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder15#bladder15
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder37#bladder37
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder52#bladder52
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder30#bladder30
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder08#bladder08
http://www2.cch.org.tw/ourhome/booklet/booklet11.htm#bladder67#bladder67
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Urothelial papilloma
Papillary urothelial neoplasm of low malignant potential (PUNLMP)
Low-grade papillary urothelial carcinoma
High-grade papillary urothelial carcinoma
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A
iz % AJCC/UICC TNM, 8th edition (2018) :
TNM | Described
TX |Primary tumor cannot be assessed
TO |No evidence of primary tumor
Ta |Non-invasive papillary carcinoma
Tis |Urothelial carcinoma in situ:“flat tumor”
T1 [Tumor invades lamina propria (subepithelial connective tissue)
T2 [Tumor invades muscularis propria
pT2a [Tumor invades superficial muscularis propria (inner half)
pT2b [Tumor invades deep muscularis propria (outer half)
T3 [Tumor invades perivesical soft tissue
pT3a [Tumor invades perivesical soft tissue microscopically
pT3b [Tumor invades perivesical soft tissue macroscopically (extravesical mass)
T4 Extravesical_tumor directly invades any of the following: prostatic stroma, seminal vesicles, uterus, vagina, pelvic
wall, abdominal wall
T4a |Extravesical tumor invades directly into prostatic stroma, seminal vesicles, uterus, vagina
T4b |[Extravesical tumor invades pelvic wall, abdominal wall

4
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NX

Lymph nodes cannot be assessed

NO

No lymph node metastasis

N1

Single regional lymph node metastasis in the true
pelvis (perivesical, obturator, internal and
external iliac, or sacral lymph node)

N2

Multiple regional lymph node metastasis in the
true pelvis (perivesical, obturator, internal and
external iliac, or sacral lymph node metastasis)

N3

Lymph node metastasis to the common iliac
lymph nodes

a%sﬁe:)g?-;;%;}?, 1

Clinical Guideline 2018 version9.0

MO

No distant metastasis

M1

Distant metastasis

M1la

Distant metastasis limited to lymph nodes beyond
the common iliacs

M1b

Non-lymph node distant metastasis

When T is... | And Nis... | And Mis... | Then the stage group is...
Ta NO MO Oa
Tis NO MO Ois
T1 NO MO I
T2a NO MO I
T2b NO MO I
T3a, T3b, NO MO A
T4a

T1-T4a N1 MO A
T1-T4a N2, N3 MO 1B
T4b Any N MO IVA
Any T Any N Mila IVA
Any T Any N M1b VB
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INITIAL STAGING CLINICAL
INITIAL THERAPY ADJUVANT THERAPY
DIAGNOSIS | WORK-UP STAGE
- Observation
”| Low grade > or
» Ta > Intravesical chemotherapy
® |f incomplete resection,
»| High grade > repeat TURBT EI’CG (preferred)
® If no muscle in specimen, | Intravesical chemotherapy
strongly consider repeat or .
TURBT Observation
Strongly advise : : cE:’rC G
Cystoscopy Low grade repeat TURBT residual disease > Cystectomy
Un o » TURBt |»|— T1 > High grade » or
rine cytolo
Yo Consider BCG (preferred) (category 1)
cystectomy for NO or
high grade residual disease —| Intravesical chemotherapy
or
Observation in highly selected cases
| Tis »| BCG
>T2
»| Muscle invasive
bladder cancer
»| XA P7
Metastatic,
» unresectable 6

bladder cancer
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INITIAL | STAGING = CLINICAL INITIAL THERAPY ADJUVANT THERAPY
DIAGNOSIS | WORK-UP STAGE
Neoadjuvant cisplatin-based -
' combination chemotherapy followed adjuvant chemotherapy
~| Negative > _ based on pathologic
>T2 nodes by radical cystectomy *risks( pT3-4, positive node,
—| Muscle invasive || : : : high grade(grade2-3) ,
bladder cancer Neoadjuvant cisplatin-based positive margin
combination chemotherapy followed
—| by partial cystectomy Completion of
(hight selected patients with solitary No definitive RT
lesion in suitable location ; no Ti
esion in suitable location ; no Tis) Reassess lUmor tumor cc))rbservation
=T2 status 3 weeks
CT scan > Maximal TURBt with concurrent after 40-45Gy or
CXR — chemoradiotherapy. —>| 2-3 months after b
Bone scan full dose have Cystectomy®Y
(60-65Gy) tumor (preferred)
NG Observation
Non-cystectomy candidates: reassess tumor tumor or
concurrent chemoradiotherapy. status 2—-3 if prior BCG,
—>| or RIT — months after maintenance BCG
or TURBT and intravesical BCG treatment™
have Chemoradiotherapy
> i tumor or
| Positive | Chemotherapy Observation concurrent
nodes | and radiation* Chemoradiotherapy
_ »| Cystectomy (if no prior RT)
Metastatic, or

L»{ unresectable

bladder cancer

A\ 4

Chemotherapy and/or radiation**

A 4

Salvage cystectomy or Urinary diversion

Palliative TURBT and
Best supportive care

$% > poor performance: ECOG =2

* % old age: =70 y/o
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FOLLOW - UP

TREATMENT OF RECURRENCE
OR PERSISTENT DISEASE

then at increasing interval

Noninvasive Urine cytology and cystoscopy g3 m for2 years, then at increasing interval,
Bladder >
Cancer Image of upper urinary tract or URS,if clinical indicated
Preserved bladder
with local recurrence
or persistent Dx
Image of upper urinary tract or
Invasive CT for recurrence q3-6 m for 2 years
Bladder »| In bladder sparing, Urine cytology and . |Preserved bladder with]
Cancer cystoscopy g3 m for 2 years, “| positive urine cytology | ™

Invasive L >

Cystectomy

Chemotherapy and /or radiation
if no prior RT

Palliative TURBt

Noninvasive

(Tis, Ta,T1) >

Intravesical instillation
(BCG/MMC) or, Cystectomy

Survey of upper
urinary tract

Metastatic Bladder Cancer

Postcystectomy

| metastatic

"| or local recurrence

Prostatic urethra
Bx

Nephroureterectomy with
bladder cuff excision or,
Cystoprostatectomy
Selective adj. XRT#

Or CCRT* if no prior RT

A 4

Chemotherapy and /or
Radiation* if no prior RT

\ 4

Chemotherapy and /or radiation if no prior RT
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Principles of Surgical Management

TURBLt: (Ta/T1)
® Adequate resection with muscle if papillary high-grade lesion
® Reresection if incomplete initial resection, no muscle in specimen or large lesion

TURBLt: Tis

®  Multiple random biopsies
® Biopsy adjacent to tumor
® Prostate urethral biopsies

TURBL: invasive

Repeat resection:

Any T1, any grade

If no muscle in biopsy

Small fragment of T2 insufficient to attribute risk

Repeat TURBLt should be considered if first TURBt does not allow adequate staging or attribution of risk factor for treatment selection or
when using bladder preserving treatment by chemotherapy and/or RT

SEGMENTAL ( PARTIAL ) CYSTECTOMY
® Solitary lesion in location amenable to partial resection with adequate margin, no Tis
® Pelvic lymphadenectomy may be performed in conjunction with the partial cystectomy

RADICAL CYSTECTOMY
® Radical cystectomy should include bilateral node dissection at a minimum including common - internal and external iliac nodes and
obturator nodes
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Principles of chemotherapy

Intravesical chemotherapy for Tis ,Ta £ T1 cancer

Mitomycin (Miomycin-C) 30mg qw x6 and /or gm x3

Phamarubicin 30mg qw x6 and/or gm x3

BCG 81 mg qw (x6) since 2nd post-op week and/or qw (x3) since 3rd post-op month, gw (x3) since 6th post-op month,
gw (x3) since 12th post-op month Intravesical chemotherapy

Neoadjuvant or adjuvant chemotherapy for stage I, 111 and non-metastatic stage IV cancer

MVAC

Methotrexate 30 mg/m? iv d1, 15 and 22
Vinblastine 3 mg/m?iv d2, 15 and 22
Doxorubicin 30 mg/m? iv d2
Cisplatin 70mg/m2iv  or Carboplatin AUC 4-6 dlor?2
Q4w x 3 cycles

Grossman HB et al. Neuadjuvant chemotherapy plus cystectomy compared with cystectomy alone for locally advanced bladder cancer. N Eng
J Med 2003; 349:859

Gemcitabine (§ % )+ Cisplatin (Carboplatin)

Gemcitabine 800 - 1000 mg/m? iv d1, 8 and 15
Cisplatin 70 mg/m2iv  or Carboplatin AUC 4-6 dl
Q4w x 3 cycles

\on der Maase H et al. Gemcitabine and cisplatin versus methotrexate, vinblastine, doxorubicin and cisplatin in advanced or metastatic
bladder cancer: results of a large, randomized, multinational, multicenter, phase 11 study. J Clin Oncol 2000; 18:3068

10
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CMV

Cisplatin 70 mg/m® iv d2
Vinblastine 4 mg/m? iv d1, 8
Methotrexate 30 mg/m? iv di, 8
Q3w x 3 cycles

Internationa Collaboration of Trialists. Neoadjuvant cisplatin, methotrexate, and vinblastine chemotherapy for muscle invasive bladder cancer:
a randomized controlled trial. Lancet 1999; 354:533

Concurrent chemoradiation for stage 11, 111 and non-metastatic stage IV cancer
Cisplatin

Cisplatin 30-40 mg/m2iv or  Carboplatin AUC 2 dl

Q1w x 6 cycles

Tunio MA et al. Bladder preservation by neoadjuvant chemotherapy followed by concurrent chemoradiation for muscle-invasive bladder
cancer: experience at Sindh Institute of Urology & Transplantation (SIUT). J Pak Med Assoc 2011; 61:6.

Chemotherapy for metastatic cancer

Principles of systemic therapy
First-line chemotherapy for locally advanced or metastatic disease

Standard regimens Alternate regimens for select patients
Cisplatin eligible » Gemcitabine and cisplatin4 (category 1)

* DDMVAC with growth factor support

(category 1)
Cisplatin ineligible with poor kidney » Gemcitabine and carboplatin » Gemcitabine
function or poor PS » Gemcitabine and paclitaxel
Cisplatin ineligible due to hearing/ » [fosfamide, doxorubicin and gemcitabine
neuropathy but with good kidney
function, and good PS

11
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Second-line systemic therapy for locally advanced or metastatic disease

Standard regimens Alternate regimens for select patients

* Atezolizumab  Nab-paclitaxel (5%)

* Paclitaxel or docetaxel (%) « [fosfamide

» Gemcitabine * Methotrexate

* Pemetrexed (5 %) * [fosfamide, doxorubicin, and gemcitabine

* Gemcitabine and paclitaxel (&5%)
* Gemcitabine and cisplatin

* DDMVAC
MVAC
Methotrexate 30 mg/m?® iv d1, 15 and 22
Vinblastine 3 mg/m?iv d2, 15 and 22
Doxorubicin 30 mg/m? iv d2
Cisplatin 70 mg/m2 iv or  Carboplatin AUC 4-6 dlor?2
Q4w x 6 cycles

Han KS et al. Methotrexate, vinblastine, doxorubicin and cisplatin combination regimen as salvage chemotherapy for patients with advanced
or metastatic transitional cell carcinoma after failure of gemcitabine and cisplatin chemotherapy. Br J Cancer 2008; 98:86.

Logothetis CJ et al. A prospective randomized trial comparing MVAC with CISCA chemotherapy for patients with metastatic urothelial
tumors. J Clin Oncol 1990; 8:1050.

Gemcitabine + Cisplatin(Carboplatin)

Gemcitabine 800 - 1000 mg/m? iv d1, 8 and 15
Cisplatin 70 mg/m® iv d2
Q4w x 6 cycles

von der Maase H et al. Gemcitabine and cisplatin versus methotrexate, vinblastine, doxorubicin and cisplatin in advanced or metastatic
bladder cancer: results of a large, randomized, multinational, multicenter, phase 111 study. J Clin Oncol 2000; 18:3068

Paclitaxel +/- Cisplatin(Carboplatin)

Paclitaxel 80 mg/m? iv d1, 8, 15
Cisplatin 70 mg/m2 iv or Carboplatin AUC 4-6 di
Q4w x 6 cycles

von der Maase H et al. Gemcitabine and cisplatin versus methotrexate, vinblastine, doxorubicin and cisplatin in advanced or metastatic
bladder cancer: results of a large, randomized, multinational, multicenter, phase 111 study. J Clin Oncol 2000; 18:3068

12
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Principles of radiation

Selective adjuvant radiotherapy #
If margin positive/residual or LN positive > dose of 50~70Gy depends on the tumor position and the patient condition

Definitive radiotherapy *
60~70Gy - depended on the tumor position and the patient status.

Palliative radiotherapy **
20~40Gy - depended on the disease condition and the patient status.
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\Von der Maase H et al. Gemcitabine and cisplatin versus methotrexate, vinblastine, doxorubicin and cisplatin in
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